Human cells derived from various organs of a single embryo responded variably to polyinosinic-polycytidylic acid with respect to induction of antiviral resistance and interferon.
Complexes of polyinosinic and polycytidylic acids (poly rI.rC) stimulate the synthesis of interferon in cell cultures from many species of animals (3, 4) . Also, a state of antiviral resistance is established in cell cultures incubated with this complex (2, 3, 5, 8) . Several workers have noted that the concentration of poly (rI .rC) required to induce a given level of antiviral resistance or interferon in cell cultures varied depending upon the type of cells used (3, 4) . The present report deals with experiments which indicate that variability in the response to poly (rI .rC) exists also in cell cultures originating from different organs of a single human embryo.
Samples of 12-week-old human embryos were supplied by Flow Laboratories, Rockville, Md. Cells from various organs of the embryo were prepared and grown in tissue culture. Cultures were prepared by trypsinization of various tissues from a single embryo. The cells were grown to confluency in tubes (16 by 125 mm) by incubation at 37 C in a humidified incubator provided with 4% CO2. The growth medium was Eagle minimal essential medium (MEM) with 10% fetal calf serum. The monolayers reached confluency after 96 h of incubation at 37 C and then were used for experiments. Over 90% of the cells appeared to have fibroblastic morphology. On an average, each culture contained approximately 1.3 x 106 cells at the start of the experiment. Induction of antiviral resistance and production of interferon were carried out as follows. Cell cultures were washed twice with phosphate-buffered saline (PBS) and incubated with 1 ml each of MEM (with no serum) containing a mixture of various concentrations of poly (rI-rC) and 100 ug of diethylaminoethyl (DEAE)-dextran/ml (molecular weight, 2 x 106; Pharmacia, Uppsala, Sweden). A single batch of poly (rILrC) preparation (obtained from the Antiviral Substance Program, National Institutes of Health, Bethesda, Md.) was used in all experiments. DEAE-dextran was used because it is known to enhance the production of interferon by poly (rI.rC) in cell cultures (7) . The poly (rI-rC)-DEAE-dextran mixtures were incubated for 30 min at 37 C before they were added to cultures. Three cultures were used for each concentration of the compound tested. The cultures were incubated for 1 h at 37 C, at the end of which time they were washed twice with PBS and then incubated with MEM (with 1% fetal calf serum) for 12 h at 37 C. Then the supematant fluid from each culture was harvested and assayed for interferon. The cells from each culture were used for antiviral resistance assay.
Antiviral resistance in cell cultures was determined by incubating the cultures with Sindbis virus (input multiplicity of 10 plaque-forming units [PFU] (3, 5, 8 ). It appears that a good correlation exists between a cell culture's capacity to become resistant to virus and its ability to produce interferon. Thus, the amount of poly (rI .rC) required for eliciting comparable levels of interferon or antiviral resistance in lung cultures was approximately 100-or 1,000-fold higher than that required for similar re- explain the basis of the variability in the response of cell cultures to poly(rI .rC).
